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DETAILED ACTION 

The preliminary amendment dated 7-1-2003 canceling claims 21-88 is 
acknowledged. 

Claims included in the prosecution are 1-20. 

Claim Rejections - 35 USC §112 
1 . The following is a quotation of the second paragraph of 35 U.S.C. 112: 
The specification shall conclude with one or more claims particularly pointing out 
and distinctly claiming the subject matter, which the applicant regards as his 
invention. 

2. Claims 8-20 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

The examiner suggests reciting the chemical name for GW 1843 in the claims. 

Double Patenting 

1 . The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. See In re Goodman, 1 1 
F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 
1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970);and, In re Thorington, 
41 8 F.2d 528, 1 63 USPQ 644 (CCPA 1 969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be 
used to overcome an actual or provisional rejection based on a nonstatutory double 
patenting ground provided the conflicting application or patent is shown to be commonly 
owned with this application. See 37 CFR 1.130(b). 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 
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2. Claims 1-20 are rejected under the judicially created doctrine of obviousness- 
type double patenting as being unpatentable over claims 1-33 of U.S. Patent No. 
6,689,381 . Although the conflicting claims are not identical, they are not patentably 
distinct from each other because instant generic claim reciting 'benzoquinazoline 
thymidylase sythase inhibitor' includes the specific inhibitor recited in the claims of said 
patent. 



Claim Rejections - 35 USC § 103 

3. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for 

all obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically 
disclosed or described as set forth in section 102 of this title, if the 
differences between the subject matter sought to be patented and the prior 
art are such that the subject matter as a whole would have been obvious at 
the time the invention was made to a person having ordinary skill in the art 
to which said subject matter pertains. Patentability shall not be negatived 
by the manner in which the invention was made. 

4. Claims 1-20 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Pendergast (5,663,337) of record in view of Ecanow (4,963,367) and Gamble 
(4,753,788) of record. 

Pendergast discloses compositions containing instant benzoquinazoline 
thymidylate synthetase inhibitors (abstract and Examples). What is lacking in 
Pendergast is the teaching of liposomes as carriers. 
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Ecanow discloses that liposomal encapsulation of 5-fluorouracil (thymidylate 
synthetase inhibitor) results in its increased absorption and bioavailability (col. 5, lines 
25-41 and Example 18). 

Gamble teaches that liposomes are suitable carriers of fluorouracil for the 
treatment of tumors. The liposomes are made of phospholipids having at least 16 
carbon atoms and include saturated phospholipids such as DPPC and DSPC or similar 
material and further contain cholesterol. The ratio of phospholipid to cholesterol being 
2:1 (note col. 2, lines 40-50, claim 13). 

The use of liposomes for the benzoquinazoline thymidylate synthetase inhibitors 
of Pendergast would have been obvious to one of ordinary skill in the art because of 
their use as carriers for thymidylate synthetase inhibitor, namely fluorouracil, is evident 
from Gamble and because of the increased bioavailability of fluorouracil by 
encapsulating it in liposomes taught by Ecanow. 

5. Claims 1-20 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Pendergast (5,663,337) in view of Ecanow (4,963,367), Gamble (4,753,788) as set forth 
above, further in view of Heath (4,755,388). 

The teachings of Pendergast, Ecanow and Gamble have been discussed above. 

Heath while disclosing liposomal compositions containing 5-fluoropyrimidines 
teaches that liposomal encapsulation increases the cytotoxicity of 5-fluoroorotate 
(thymidylate synthetase inhibitor). The liposomes contain either saturated or 
unsaturated phospholipids and include phosphatidylglycerol and phosphatidylcholine 
(note the abstract, col. 2, line 22 through col. 4, line 17, col. 6 and claims). 
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One of ordinary skill in the art would be further motivated to use liposomes for 
encapsulating benzoquinazoline thymidylate synthetase inhibitors since Heath teaches 
that liposomal encapsulation enhances the cytotoxicity of the thymidylate synthetase 
inhibitor, 5-fluoroorotate. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Gollamudi S Kishore, PhD whose telephone number is 
(571) 272-0598. The examiner can normally be reached on 6:30 AM- 4 PM, alternate 
Friday off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Thurman K Page can be reached on (571) 272-0602. The fax phone 
number for the organization where this application or proceeding is assigned is 703- 
872-9306. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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